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(54) COMPOSITION FOR INHIBITING AGGLUTINATION OF PLATELET CONTAINING HESPERIDIN 
ORHESPERETIN 

(57) Abstract: 

PURPOSE: A composition containing hesperidin or 
hesperetin for inhibition of the platelet coagulation Is 
provided, which prevents coagulation of platelets caused by 
exposed collagen when blood vessel endothelial cells is 
damaged; so which can prevents and cures formation of 
atheroma, or thrombosis; and which can be used In a 
"medicine and food. CONSTITUTION: A hesperidin or 
hesperetin is extracted from oranges(a grapefruit, a citron, 
a lemon, a orange, etc) or manufactured from well-known 
synthetic process, A pharmaceutical composition as an 
inhibitor to platelet coagulation comprises of naringin or 

naringenin as an effective ingredient and pharmaceutically acceptable carriers, which can also contains 
diluents, disintegrators, sweeteners, lubricants, perfume; and which can be made In the form of tablets, 
capsules, powders, suspensions, emulsions, syrup, solution or parenteral preparations. A dosage of the 
composition for inhibition of the platelet coagulation containing naringin or naringenin is 0.5-lOOmg/kg, 
desirably 2-lOmg/kg. The hesperidin or hesperetin can be added in food or beverages with same purposes. 

COPYRIGHT 2000 KIPO 

Legal Status . ' - 

Date of request for an examination (20000529) 



Notification date of refusal decision (00000000) 

Final disposal of an application (registration) 

Date of final disposal of an application (20000731) 

Patent registration number (1002769790000) 

Date of registration (20001005) 

Number of opposition against the grant of a patent ( ) 

Date of opposition against the grant of a patent (00000000) 

Number of trial against decision to refuse ( ) 

Date of requesting trial against decision to refuse ( ) 



^Jl^^ 10-0276979 



(12) ^^^^^^(Bl) 



(51) Int. CI. ^ 
A61K 31/35 




(45) ^j[l<a^} 2000\il2^15^ 
(11) ^oL^J: 10-0276979 
(24) 2000^10^05^ 


(21) -t^tiX 


10-2000-0028977 


(65) ^7)1^3: s.2000-0058219 


(22) 


2O0O'dO5^29<y 


(43) 'BrA'^A 2000'd09-i25^ 


(62) 


^^ #1998-0020562 

: iQes^oe-ioa-a 


^A>i§^^4 : iggs'doe^os^ 


(73) 


- ^i^^l^l ^^4^ 39-1 




(72) ^"^^f 


ifl A) Ai^-a-^:^ 7>^o]-4S15-1202 

cfl ^] -fr^^ ^•g-99t!-S o>4S 127-1 103 




^#t^lf'5.^'ai-^17}36-10 


1-209 


(74) tflslo] 













■g- «fli:i3^5]'a(hespericlin) £fe ^i3^^f!(hesperetin)^ l^t^ -g-^ e^;»fl^ ^r^^d^oll ^^S., -g- 

«d-^-a: «i|>i5ll2l'cl(C28H340i5, 610.55) 2^ «iliiSllBfl€(C 

igHi^Og, 302.27)* -i-^ ^;Hl-8- ai^j 1-011 ^ ^ ^^^#1- 

-^i-EfloiiAi t4:^(platelet)^ ifl4(endothelium)o)l ^ ■^^'•s]xl sf^cj-. zts^M- oje] 7l-xi oi-B-g.«i)A-i t;^.^ 
Ca++ol •S-t'Sl^cfl, 61^7)1 s)^ t^*<»l oVcflt-il cl£i3^«>lS(ADP), >«flS£\i, Bl-^-tl-Cthromboxane) A 

2 «c^tsWl sla, ci -i-^ ^ 1^^^^* -S-Htl-t^CFuster V. and Verstrate M., 'Hemostasis, 

thrombosis, fibrinolysis, and cardiovascular Disease' in Heart Disease, Vol. 2, E. Braunwald(ed). pp 



1809-1842, 1997, W. B. Saunders Co., Phildelphia). 



^Jsloi ^^^^s\ ^7] #^^1^ ^^^^s. ^°-!!^^» #^sH, 1^ -i-^fl fil^ t^ol SL 

2}-^ ^"Jjom ^"JioiiAi ^l^Aj -tEizi{hemostatic plug)^! ^'l^o)) t4i4a:-8r 7}^^ "^"^^^ ^^S. 'Q:^:^ 9X 

cf. 4E]-Ai t±:^2f 1^4^ ^o'-:£2}-g-oi l^^^jo] ^^-^^olH, -f^slfe 1^^* -^^isl-el^ o.^. c;^^^ 
7} 4:7ll£]<H ^cf. H§f'(Cerebral stroke), l^-^^lf^Ccoronary artery thromboembolism) ^ 

(atheroma) ^^^s] "il'S-i- Sl-^'t> A2 PGG/H ^^jJi^i S^^^t} Jl:1i ^]nn], M-t4<i A2 ^ 

■§-71 ^-tl-^, El#S.3l^(Ticlopidine), GP Hb-IHa ^]n4, M]S.S.^ f-sj ^^^fll-ol 4i7fl£l<H Sl^-^, ^^o] 4 

€■ ^J-7H] ^^i- % ^«c!= f^7l-S 91^ ^Ji safe 

s-s- fe^i-oi 5afe ^i-Efl^m. ttfei-^i #1^^ sL^i^i sj^ji t^i iij-i- «■ ^ safe i-^^ 711^01 ^^sjji sac^. 

^^^^sj-f'Catherosclerosis) ^;^Hl^i ^-^^^^ ^ l^^^l^s] f'?}-^ l-^^«^<:fl slsfl i4e)-i4^ ^^i-<^m. 
^^^o] rao]:^ ^^s] ^S\M\S. ^^ol ^<HM-^ l±^2l- ^-1^5. ^1 l(LDL)ol JE.<^€- cJl^ 

M\s.<=^^^ '^j'^^^>7i- s-Hisi<H ^«-e>i]a7> ^efls] ^i^ioflA^ ^^o.^. oi^g^ -S'^si-Tn 

^A<^^^ tf^ ^1^^ ^^fe ^^1^1- *^1 -§-^J ^^1 7)^0] 01^ o^;^]^ Af^s}^ ^^Vo^ ^Aj^ JL 

Sf^^S ttj-^l^ ^ 0^4. SS) ^^vflBlAfla ii#5l^ #E}^^S. ^^Slfe tJ-^^lt Sa^l-^ 3:71 

^^^^^i^ 7\^\A^-k AA^m ^ 5:4^<^l2l- 1 sa^^CSteinberg, D., 'Lipoproteins and the 

pathogenesis of atherosclerosis'. Circulation, 75, 508(1997)) 

riial^^ Al§s.^Al7]li4;Hl(cyclooxygenase)l- '^i^lsV"^ Hf-^^V A21- ^4^4. 1^^^ ADP, l-el-^, Sf-Sl f- S-8: 
Ariioll filSil -S-^Slfec)] oV>,ji|^^ oll-o^ %A^^ •^-^aj.os. ^ ^cf. t^do)l«oMls^i2] 

fe ^t!- El#S.3l^(Ticlopidin)<^m -fr^^l^ «s.3)£a^(clopidogrel)-8: ^1^^^(in vitro)i^ife 

-3-^ ^1«114-g-'^l ^il^lMl(in vivo)<HlAi^ 7j-^t!- ^«ll Ji^U sa°l ^e^o.^. im^'^A. ol* ^ 

«1 ADP-8-£€ l^i^a- ^^l*l-fe ^ oj o.B^ ^Aja^ *)iAj il#f'{transient ischemic 

cerebral stroke)'='m ^2: ■g-'J^ SEfe 4)^ ^(peripheral arterial or ischemic heart disease)°fl £47> ^ 

Sl'^(Hass, W. K. et al., N. Engl. J. Med., 21, 501(1989); ^ Easton, J. D., 'Antiplatelet therapy in the 
prevention of stroke'. Drugs, 42, 39(1991)). iie1»4 El^S-Sjiei ^;«fl(McTavish, D. et al., 'Ticlopidine: An 

updated review of its pharmacology and therapeutic use in platelet-dependent disorders'. Drugs, 40, 238 
(1990)), # #efl^tili-sl f^7>(Hass, W. K. et al., '^7\ 1-^) ^:sL^<j^t\, "y-a-^^lsl-, ^;*l-s1 50% 

oljA-i -gA]., ±f'T^^}-i:f'(neutropenia) f-isl a.ii5|SicKDunn C. D. R., Scrip. Reports, Stroke: 

Trends, Treatments and {Markets, PJB Publications Ltd. pp 133 ~ 139(1995)). 

% %A *^3l?l sl;«il;«imo1 -id^^ol ^Ji, -?-^-8-<»l ^9^, >Hl£^si 

m3l*(endothelium layer)ol ^i-^ "fl i^#slfe €5l-^°fl slsfl 1±^«1 -S-^5]fe ^^l^j^s. -S-8-1-^* ^ 

-!^*l-7lo]i o) 2^cf. i4 -ide?^ O.S. ;^]"J-^S(fatty streak)4 l^(thrombus) '^A^'^^\'5:. ^^h-S-^l 

-a- i^7ii>a^, -^"-^^^oiiig-;*!! =^ 7M«^7l ^^«^<^ ^^*>^ ^ ^siofl^i ^ei^ ^n^jisflEi^i, f-oi #e}^ioii 

sl«ll -fi-sslfe -g-^^ -aai^ ei;^«ffe ^^sH ^ t-?* ^^^«>5icf. 



■& ^-isl ^fl^J^elia 2.fe «i|>:5fl|i!fl^^ it*l-fe -i-^ el3«fl-8- s^eff- ^ s^^l-^ ;^?«>fe ^'^14. 



tm. 'S-fr^v, ^€^1, ^v-s- -8-^1- -i-* ^i-s-, "s-e-^v, -s-^f -i-oii s^i -t^Hsi^. 

oll-fi] ^^3. ^«li(Merck Index) -f si ^ ^s) f-ofl nf^ ^7flSl<H 534. 

.siliisllel'a 9^^^ s]n <a°]^^ %±^s] -§-^^ ^^Hlsfss. -§-^ ^.S. •fJl^Sj-f' f-s) 

mg/kgs) -g-^^S. ^^oflTll ^^^-^^VSa^ H ^^^^] 7]s\ o.s 1}-*|33o.b^, a)^^ ;g-7loi 7)^011 oiaift ^^^^ 

^^l-a- ^ SiCf. "^l 2,^^%^ ^^^S.S. 4-§-S]^ -g-«l];Hl, ^^^l;^], :tE!l^)^ sj:o];^l f.^ ^7]-S. 

^ l-'S-^^l 'S-^oll ^J-i^l, -LMl, sf^^l, -fi-^'H), ^l^^l, »Ji^l £fe Hl>a^^<^-8- >Hl^ls^ 

^'^^ «i|:f^i^e]ci lEfe *iliifle))e# ^-^^^ 141^3- -i-^ ^>«l]-g- 2:>^^1-^ ^^^^ 451- ^1^^ 

'^S^7^4 ^T^f-^'lt SZ^^^, SE^ «l)>i2ll2flHlol §l.^<5il 1 kg<^ 0.5 mg 100 mg, 4^2]«>7ll^ 2 vfl 

^1 10 mgS] <a:o.s. f.<^5)£s. 1 tflxl ^sjofl 4t<>1 ^^1- ^ 5I4. ^^€:4^] cflt> -g-^^f-^ m, 

^d^, a^n^-Efl, ^'^l, ^<^^l^h ^'^'i'-^, afl-at, f'^s 44 ^s}-« ^ 534. 

^71-^ ^ 53^ ofl* ztf' ^s.^, 2^3.% 44^, 44, 4^, 7)4 ^ 

^, •& ^-^4 ^^4 <»1^1- ^v;^5|fe 4^4. 

^Ajcil 1: *ili3^lEl^ol ^=t■^'^i4.^7-^ ^^s] s.;^ ig^^i (specific pathogens free) ICR 4-f ^S^i A)] ^ 25-29 
gfil oj-^ 642^4 ^If' 34-38 gs] 6 4e11- ^£ 22±1°C, ^£ 55±5%, 12L/12DS] ^l-^MlolMi A>^e]-5a4. 
4-f ^^oll 4-g-£l7l 1^^ ^s. ^^4S4. 4s.((^);«l]^^l'3-, 4-f ^ 5!h-8-)^ ^^fe ^ 

n^.n^'^i: 0.5% H€ 80^ -g-nHS. sH 100 mg/ml ^, 4-fiii ^If' 20g ^3- 0.2 ml^ ^^^^4^4. 

As.^ 1S| ^o^§v^ 0.1^ ^ 10^ f-oj ci-^4 :y-oi afe ^14 <H-^1- S#4^4. ^, ^4'3-'a^r ^«>1 ^ 
1^14, 4^14, 8^14, 12^14 ^<^, ^eljz f-^l ei<a4El I0<a?fl44^ "B-a isi oi>5j-iO ^uv^^y-sl «4 5 4 

4^1-21 -fi--?-!- 4t45a4. at!-, ■^«»1 lO<a^°ll ^14^1?! ^ ^o^Sls. vfl-^ 47)1- ^44Sa4. ■¥-4'3-'a-¥- 

El i<g :(V^±^,ms\ ^^t\c^ si|iEiie|cio]i s\^%%9\ 4^ 4#4^4. 

•g- ^^-a- «il^5l]el4<Hl ci14<^ ^^^s.ol|Aioi ^A^s-Ajo] 44f-.^s.«| <a^4el ^ ^jLA]^ollAi4 7I-8- 4-8-%=<»Il 
cilt> ^1^4aL =->^^oll cfltv 4^ 4^» O.S. ^A]sH 4ell4 14* ^Si4. 

^"i ^=^^^i^ *i|i21|2l4 1,000 mg/kg4 4-8-t<i4 lO^-S-4 ^14-i-l-^l 4tSl^l 2JSI-4. 10<a ^ 'S^-f 1- 

si ^7l-4?!-^2^Si4. 

o.^ ««iJ^el^^ 'i^4sl ^^^<^^1 ^^^01 ^t5l4 8f534. 

■ -^ah 2: «I)iSilH)4 ^ «lli3^el]4fil t4:4-§-^ «l;«11S:4l9984ti-s-^4 9iii«4 ^11^4'^ Imesl 3.8% ^IS^. 
<L> 4Hf-ol it4 -§-71011 ^11145514. ^ ^^1* 1,000 rpmoI14 10^4 ^^a^sltv ^ ^-f-^Ji^ #14^ 1:4^4 ^ 
71- 200,000 -400,000/mm 

3 £l£s. s^4^4. 37I1S1 W-fiofl 1^4«>1 2:14 14 450 /i** 37°C^ 4-8:4 -g-^^IKAggrecoder)"!! ^-8: ^ 3 
■S-4 7>*45a4. <»H ifl2;T^s. 4-8-4^ ^144ui 4« #9!ollfe 4^1-^5.4 DMSO(dinf)ethyl . 



sulfoxide)"!) 10 mg/«el -§-^l€ n^m^ n^m^ -§-°J14- z^z^ 5 i^Sftcf. ^f'^i o.S-500m« #<»fl 

O.OSug^ Aj^l-^ol i.olo;i4(z]-z| 1/12 pM n^n^^, 1/6 pM «i|isllell^). 

7]§'a(Base line)* 'gsW ^eH 1^^ 1^ l^o>* l-^^* 1^^<^1 *^5l^ 

2 ing/ni<l «e^-:?!l 50 ^3. -g-^g. «]-g-* "a^?! ^ ^^S* 51-^4. 100 pM 

ADP, 200 pM o1l3l>41H.^ ^ 15 ing/in« eli^m^m 50 fill^-k 4-8-5V<^ ^^^la)- ^^^V 4^* l>4s>S4. 

zil4 ^flisflelta ^ *l|iii5ilell€^«2t^'i ^«fl "a-HM-fe l±*-S-'d* ^^fl«>9i4. ae^^ADP, 

* •^^m^ ^i^^SX^^, ^l^sl hISH aDs-S: 2]-g-7l3)-oll S^*V «l--§-ol2^- ^ ^ 0^4. ^;gav^fi1 

Jl, sn^SllEl^ f-<m^J-o1l^1fe 59 ~ 93% ^£31 -S-^^^13l471-, SE^V ^<>^ t^J-<HlAife 15 ~ 93%s) 

oj:(nig/yJ-4) £^ *ll>x5lletm) 200 alE]-^ C 100 180 iEil<>>S't]: 20 # 500 mg 

^7] >a«-l:* ^^SV-^ # 500 mgal «9=^S ^J-4oil >fl^^S^ l^^^a: -g-^* ^m^] 



^°J!^5^^ ^7) ^^^(atlneroma) ^^i^]^, t^f-* "Hl.^ ^ ^l^t ^ SiJi, ^^^"1 S<H "ll-f « 



1 «J-°I1 5a<H^i, 

^7] siliii3lB|^ £fe -^S.^^] 0.5 mg ifl^l 100 mg/kg a-^^l". 



